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DETAILED ACTION 

35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, machine, manufacture, or 
composition of matter, or any new and useful improvement thereof, may obtain a patent 
therefor, subject to the conditions and requirements of this title. 

Claims 30-31 are rejected under 35 U.S.C. 101 because the claims are 
drafted in terms of "use" which has been held to be nonstatutory. Note Clinical 
Products V. Brenner 149 USPQ 475. 

Claim Rejections - 35 USC § 112 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and 
distinctly claiming the subject matter which the applicant regards as his invention. 

Claim 30-3 1 provides for the use of compounds of formula 

I, but, since the claim does not set forth any steps involved in the 

method/process, it is unclear what method/process applicant is intending to 

encompass. A claim is indefinite where it merely recites a use without any active, 

positive steps delimiting how this use is actually practiced. 

Claims 30-31 are rejected under 35 U.S.C. 101 because the claimed 

recitation of a use, without setting forth any steps involved in the process, results in 

an improper definition of a process, i.e., results in a claim which is not a proper 

process claim under 35 U.S.C. 101. See for example Ex parte Dunki, 153 
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USPQ 678 (Bd.App. 1967) and Clinical Products, Ltd. v. Brenner, 255 F. 
Supp. 131, 149 USPQ 475 (D.D.C. 1966). 

Claims 1-12 are rejected under 35 U.S. C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

The claims employ the term 'derivative' which is ambiguous since 
derivative is referring to material "derived" fi-om the named formula. It is not clear 
whether or how further derivatizations may be included. It is recommended that 
the term "compound" be inserted in place of derivative. 

Claims 4-1 1 and 13 are rejected under 35 U.S.C. 1 12, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject 
matter which applicant regards as the invention. 

A broad range or limitation together with a narrow range or limitation that 
falls within the broad range or limitation (in the same claim) is considered 
indefinite, since the resulting claim does not clearly set forth the metes and bounds 
of the patent protection desired. See MPEP § 2173.05(c). Note the explanation 
given by the Board of Patent Appeals and Interferences in Ex parte Wu, 10 
USPQ2d 2031, 2033 (Bd. Pat. App. & Inter. 1989), as to where broad language is 
followed by "such as" and then narrow language. The Board stated that this can 
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render a claim indefinite by raising a question or doubt as to whether the feature 
introduced by such language is (a) merely exemplary of the remainder of the claim, 
and therefore not required, or (b) a required feature of the claims. Note also, for 
example, the decisions of Ex parte Steigewald, 131 USPQ 74 (Bd. App. 1961); £x 
parte Hall 83 USPQ 38 (Bd. App. 1948); and Ex parte Hasche, 86 USPQ 481 
(Bd. App. 1949). In the present instance, claims recites the broad recitation 
heteroarylalkyl, and the claim also recites preferably imidazolylalkyl which is the 
narrower statement of the range/limitation. 

Claims 4-1 1 and 13 are rejected under 35 U.S.C. 1 12, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject 
matter which applicant regards as the invention. 

The phrase "characterized" renders the claims indefinite because the claims 
include elements not actually disclosed (those encompassed by " characterized "), 
thereby rendering the scope of the claim(s) unascertainable. 

Claims 14 and 18 are rejected under 35 U.S.C. 1 12, second paragraph, as 
failing to set forth the subject matter which applicant(s) regard as their invention. 
Evidence that claims 18-20 fail(s) to correspond in scope with that which 
applicant(s) regard as the present invention can be found in the preliminary 
amendment of 4/25/05. In that paper, applicant has stated that pending amended 
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claims as 1-14 and 18-31. Accordingly, claims 14 and 18, respectively depend 
from and are drawn to claims, 15 and 17, which are not present in the application. 
The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner 
and process of making and using it, in such full, clear, concise, and exact terms as to 
enable any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to make and use the same and shall set forth the best mode contemplated by 
the inventor of carrying out his invention. 

Claims 1-12 and 29 are rejected under 35 U.S.C. 1 12, first paragraph, 
because the specification, while being enabling for making salts of the claimed 
compounds, does not reasonably provide enablement for making solvates of the 
claimed compounds. The claim(s) contains subject matter, which was not 
described in the specification in such a way as to enable one skilled m the art of 
medicinal chemistry to use the invention. "The factors to be considered [in making 
an enablement rejection] have been summarized as a) the quantity of 
experimentation necessary, b) the amount of direction or guidance presented, c) the 
presence or absence of working examples, d) the nature of the invention, e) the 
state of the prior art, f) the relative skill of those in that art, g) the predictability or 
unpredictability of the art, h) and the breadth of the claims". In re Rainer, 146 
USPQ 218 (1965); In re Colianni, 195 USPQ 150, Ex parte Formal, 230 USPQ 
546. a) Finding a solvate is an empirical exercise. Determining if any particular 
substrate would form a solvate would require synthesis of the substrate and 
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subjecting it to recrystallization with a variety of solvents, temperatures, pressures, 
and humidity. The experimentation is potentially open-ended. 

b) The direction concerning the prodrugs is found in paragraph 0021 and 
solvates is found in page 12. c) There is no working example of a solvate of a 
compound the formula 28-a, 28-b, 29-a, and 29-b. The claims are drawn to 
solvates, yet the numerous examples presented all failed to produce a solvate. 
These cannot be simply willed into existence. As was stated in Morton 
International Inc. v. Cardinal Chemical Co., 28 USPQ2d 1 190 "The specification 
purports to teach, with over fifty examples, the preparation of the claimed 
compounds with the required connectivity. However ... there is no evidence that 
such compounds exist... the examples of the '881 patent do not produce the 
postulated compounds... there is ... no evidence that such compounds even exist." 
The same circumstance appears to be true here. There is no evidence that solvates 
of these compounds actually exist; if they did, they would have formed. Hence, 
applicants must show that solvates can be made, or limit the claims accordingly. 

d) The state of the art is that is not predictable whether solvates will form or 
what their composition will be. In the language of the physical chemist, a solvate 
of organic molecule is an interstitial solid solution. This phrase is defined in the 
second paragraph on page 358 of West (Solid State Chemistry). West, Anthony 
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R., "Solid State Chemistry and its Applications, Wiley, New York, 1988, pages 
358 & 365. The solvent molecule is a species introduced into the crystal and no 
part of the organic host molecule is left out or replaced. In the first paragraph on 
page 365, West (Solid State Chemistry) says, "it is not usually possible to predict 
whether solid solutions will form, or if they do form what is their compositional 
extent". Thus, in the absence of experimentation one cannot predict if a particular 
solvent will solvate any particular crystal. One cannot predict the stoichiometery 
of the formed solvate, i.e. if one, two, or a half a molecule of solvent added per 
molecule of host. In the same paragraph on page 365 West (Solid State Chemistry) 
explains that it is possible to make meta-stable non-equilibrium solvates, further 
clouding what Applicants mean by the word solvate. Compared with polymorphs, 
there is an additional degree of freedom to solvates, which means a different 
solvent or even the moisture of the air that might change the stabile region of the 
solvate, f) The artisan using Applicants invention to prepare the claimed 
compounds would be a process chemist or pilot plant operator with a BS degree in 
chemistry and several years of experience, g) It is well established that "the scope 
of enablement varies inversely with the degree of unpredictability of the factors 
involved", and physiological activity is generally considered to be an unpredictable 
factor. See In re Fisher, 427 F.2d 833, 839, 166 USPQ 18, 24 (CCPA 1970). The 
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state of the art is that is not predictable whether solvates will form or what their 
composition will be. In the language of the physical chemist, a solvate of organic 
molecule is an interstitial solid solution. This phrase is defined in the second 
paragraph on page 358 of West (Solid State Chemistry). West, Anthony R., "Solid 
State Chemistry and its Applications, Wiley, New York, 1988, pages 358 & 365. 
The solvent molecule is a species introduced into the crystal and no part of the 
organic host molecule is left out or replaced. In the first paragraph on page 365, 
West (Solid State Chemistry) says, "it is not usually possible to predict whether 
solid solutions will form, or if they do form what is their compositional extent". 
Thus, in the absence of experimentation one cannot predict if a particular solvent 
will solvate any particular crystal. One cannot predict the stoichiometery of the 
formed solvate, i.e. if one, two, or a half a molecule of solvent added per molecule 
of host. In the same paragraph on page 365 West (Solid State Chemistry) explains 
that it is possible to make meta-stable non-equilibrium solvates, fiirther clouding 
what Applicants mean by the word solvate. Compared with polymorphs, there is 
an additional degree of freedom to solvates, which means a different solvent or 
even the moisture of the air that might change the stabile region of the solvate. 
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h) The breadth of the claims includes all of the hundreds of thousands of 
compounds of formula I of claim 1 as well as the presently unknown list of 
potential solvates embraced by claims 1-12. 

MPEP 2164.01(a) states, "[a] conclusion of lack of enablement means that, 
based on the evidence regarding each of the above factors, the specification, at the 
time the application was filed, would not have taught one skilled in the art how to 
make and/or use the full scope of the claimed invention without undue 
experimentation. In re Wright, 999 F.2d 1557,1562, 27 USPQ2d 1510, 1513 (Fed. 
Cir. 1993)." That conclusion is clearly justified here. Thus, undue 
experimentation will be required to determine if any particular compound is, in 
fact, a solvate. 

Claims 1-14 and 29 are rejected under 35 U.S.C. 1 12, first paragraph, 
because the specification, while being enabling for "heterocyclic" having the scope 
embraced in example 61,67,68 83, it does not reasonably provide enablement for 
the broader scope in 1-14 and claims dependent thereon. The specification does not 
enable any person skilled in the art to which it pertains, or with which it is most 
nearly connected, to use the invention commensurate in scope with these claims. 
Specification provides no guidance as to what other rings might be suitable and 
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there is no basis in the prior art directed to similar compounds having the same 
activity as herein. 

Scope of mono and polycyclic heterocyclics and heteroarylalkys having 1 to 
3 heteroatoms is not adequately enabled. A review of the specification shows only 
monocyclic 5 member rings having one or two nitrogens described that are 
representative of actual working examples. 

The limited data provides no clear evaluation of how the remaining scope 
with up to 3 hetero atoms in any array and degree of unsaturation might affect 
potency to a large or small degree. 

There is thus no reasonable basis for assuming that the myriad of 
compounds embraced by the claims will all share the same physiological properties 
since they are so structurally dissimilar as to be chemically non-equivalent . Note 
In re Surrey 151 USPQ 724 regarding sufficiency of disclosure for a Markush 
group. Also see MPEP 2164.03 for enablement requirements in cases directed to 
structure- sensitive arts such as the pharmaceutical art. Also note the criteria for 
enablement as set out in In re Wands cited in MPEP 2 164.0 l(a),August 2000 
edition. Thus given the breadth of the claims, the level of unpredictability in the art 
and the lack of direction (i.e. working examples) provided as to what other ring 
systems might work this rejection is applied. 
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Though clearly one of ordinary skill in the art could identify much of what is 
within the scope of, for example, T the delineation between what is and what is not 
claimed has not been circumscribed. That is, all of what is claimed is not 
identifiable. In claim , "heterocyclic group" is one of the definitions of TT 
heterocyclic group is also an optional substituent on "heterocyclic group" T. The 
specification only provides some examples of what these terms may signify, but 
does not limit "heterocyclic" or "heteroarylalkyl" to any particular definition. For 
example, page 4-6 teach many examples of heterocyclic groups, but this section is 
prefaced with "perferably," so it is clear that applicants do not wish to be limited to 
only those named heterocycles. Again, where the delineation between claimed 
subject matter and unclaimed subject matter lies is unclear from a reading of the 
claims in light of the specification. More than one definition of the general term 
"heterocyclic" or "heterocycle" is accepted by those of ordinary skill in the art of 
organic chemistry. Some consider cyclic organic compounds wherein at least one 
carbon atom is replaced by sulfur, oxygen or nitrogen to be heterocyclic 
compounds, while others of ordinary skill include selenium, tellurium, boron or tin 
containing rings to be within the scope of the term "heterocyclic" as it is 
commonly used, and some definitions of "heterocyclic" do not require carbon to 
present at all. 
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The examiner directs applicants' attention to the following three references: 
On page 282 of the McGraw-Hill Dictionary of Chemical Terms(1990), the 
definition of "heterocyclic compound" is a compound in which the ring structure is 
a combination of more than one kind of atom. On page 490 of the Concise 
Encyclopedia Chemistry (1993), the definition of "heterocycles" is cyclic 
hydrocarbon compounds in which the ring consists of carbon and at least one other 
element, usually, N, O or S. The definition goes on to explain that the possibilities 
for synthesis are nearly unlimited, and that compounds wherein the heteroatoms 
are of elements like phosphorous, arsenic, selenium, and tellurium are being 
incorporated with increasing frequency. On page 594 of Hawlev's Condensed 
Chemical Dictionary (1993), "heterocyclic" is defined as a closed-ring structure, 
usually, either 5 or 6 members, in which one or more of the atoms in the ring is an 
element other than carbon, e.g, sulfur, nitrogen, etc. These three definitions should 
make it abundantly clear that there is no one specific and exact definition of the 
word "heterocyclic," thus when this term is present as a claim limitation, the metes 
and bounds of protection are not pointed out and distinctly claimed. Though the 
three above-cited definitions of the term have some shared aspects, chemists of 
ordinary skill would not necessarily agree on the fiill scope and meaning of the 
term "heterocyclic." 
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Claim Rejections - 35 USC §102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 
that form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign 
country or in public use or on sale in this country, more than one year prior to the date of 
application for patent in the United States. 

Claims 19-20 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Takasugi et al, Chem. Abs. Vol. 136 no. 275966. 

Takasugi et al teach biphenyl carboxylic compounds corresponding to those 
recited in the claims where, substituent P is -OCF3 See compound RN 408366-18- 
7. 

Claims 21-24 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Boschman et al, Chem. Abs. Vol. 79 no. 126508. 

Boschman et al teach biphenyl carboxylic compounds corresponding to 
those recited in the claims where, substituent r isethyl See compounds RN 503 10- 
35-5 and 50352-02-8. 

Claim Rejections - 35 USC §103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for 
all obviousness rejections set forth in tiiis Office action: 
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(a) A patent may not be obtained though the invention is not identically disclosed or 
described as set forth in section 102 of this title, if the differences between the subject 
matter sought to be patented and the prior art are such that the subject matter as a whole 
would have been obvious at the time the invention was made to a person having ordinary 
skill in the art to which said subject matter pertains. Patentability shall not be negatived 
by the manner in which the invention was made. 

Claims 1-2 and 29 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Klaus et al US 5037825. 

Klaus et al teach benzodioxoyl-cyclicamide compounds correspond to those 
claimed. See, for example, column 1 line 55 to column 2 line 39 where M is -NH- 
C=0, X and Y are Oand n=2. While patentees only teach Phenyl as applicants' A 
group, from the art as a whole other cyclic aryl groups would have obvious to one 
of ordinary skill in the art as the result would not have been unexpected. 

Claims 25-26 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Ennis et al chem.. Abs. Vol 1 17 no 51 1543. 

Ennis et al teach silyl substituted benzodioxoyl compounds corresponsding 
to those claimed. See compound RN 137578-46-2. Ennis et al differs in the 
carbonyl grop attached to the phenyl ring of the benzodioxoyl moiety. However, 
ther closely structurally analogous compounds such as those containing other 
carbonyl analogs such as COOH, would have been obvious to one of ordinary skill 
in the art as the results would not have been unexpected. 

No claim is allowed. 
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Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to Raymond Covington whose telephone number 
is (571) 272-0681 . The examiner can normally be reached on M-F. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Janet Andres at telephone number (571) 272-0867. 

The fax phone number for the organization where this application or 
proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR 
only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR system, 
contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

Janet Andres 
SPE 




